Appli»-tion No. 10/517,812 
Attorney Doc=ket No. 10260.0006 

REMARKS 

I. Status of the Claims 

Claims 32-35, 38-39, 42-50, and 59-61 are currently pending. Cl=aims 36-37, 40-41, 

51-58 have been canceled without prejudice herein. Claims 59-61 have been added herein. 
Those claims are supported in the specification as originally filed at, for example, Fig. 2. 
Accordingly, no new matter has been added. 

II. Substance of the Interview 

Applicants express their appreciation for the courtesies extended to Applicants' 
representatives during an interview with the Examiner on December20, 2007. During that 
interview, the current rejections were discussed as detailed below. As ii idicated on the 
Interview Summary sheet, Applicants have canceled herein someofthoase claims rejected 
under 35 U.S.C. § 1 12, first paragraph. The remaining rejections are ad dressed herein. 

III. Rejections Under 35 U.S.C. §112, 1®* Paragraph 
Rejection of Claims 32-58 

Claims 32-58 have been rejected under 35 U.S.C. § 1 12, first pai—agraph, as failing to 
comply with the written description requirement. Office Action at 2. Tlie^ Examiner asserts 
that "[t]here is no written disclosure that discloses ... the 'pharmaceutica lly effective 
concentration' to therapeutically ... treat hypertriglyceridaemia." Office /=^ction at 2. The 
Examiner also asserts that, although "[pjage 1 5 of the specification refer— s to a 
pharmaceutical composition that can be used to treat hyperglyceridaemi a ... [it contains] no 
disclosure about treatment dosages." Id. Applicants respectfully traverse this rejection. 

Compliance with the written description requirement only requires that the 
specification disclose information sufficient to show that the inventor possessed the 
invention at the time of the original disclosure. M.P.E.P. § 21 63.02. Thi— is, the test for 
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compliance is whether tiiere is a disclosure that "reasonably conveys to "the artisan that the 
inventor had possession at that time of the later claimed subject matter.'" Ralston Purina Co. 
V. Far-Mar-Co., Inc., 772 F.2d 1570, 1575, 227 USPQ 177, 1 79 (Fed. Ci m. 1985) (citation 
omitted). Thus, "[t]he written description requirement does not require II — le applicant 'to 
describe exactly the subject matter claimed, [instead] the description miB st clearly allow 
persons of ordinary skill in the art to recognize that [the inventor] inventesd what is claimed.'" 
Union Oil Co. of Cat. v. Atl. Richfield Co., 208 F.3d 989, 997 (Fed. Cir. 2 OOO) (citation 
omitted)). 

Here, the specification at page 15, lines 6-11 (emphasis added) sxpressly states that 
"[i]n [a] more preferred embodiment of the invention, the pharmaceuticsil and/or health 
supplement comprises at least one of EPA/DHA ethyl esters and is i ntended for a 
range of potential therapeutic applications including; treatment of 
hypertriglyceridaemia...." Accordingly, one of ordinary skill in theartvwould have 
recognized that the inventors were in possession of a pharmaceutical cc»m position 
comprising a marine oil that comprised EPA ethyl ester and DHA ethyl ^ ster in a 
pharmaceutically effective concentration to therapeutically treat hypertriczalvceridaemia at the 
time of the original disclosure. Since treatnnent dosages are notclaimec*, they need not be 
disclosed to satisfy the written description requirement. 

The Examiner is respectfully reminded that she has the initial bur— den of presenting, 
by a preponderance of evidence, why a person skilled in the art would n -ot recognize in 
Applicants' disclosure a description of the inventions defined bytheclair— ns. M.P.E.P. 
2163.04. 

For at least the foregoing reasons, Applicants respectfully request withdrawal of this 
rejection. 
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Also in the present Office Action, the Examiner asserts that "the amounts given for 
various pollutants such as PCDD, PCDF, & TE_PCB is not disclosed in the specification." 
Office Action at 2. Applicants respectfully disagree. 

Claim 34 recites that "the sum of PCDDs and PCDFs in themari ne oil is less than 
4.65 pg/g." Figure 2 shows that the sum of PCDDs and PCDFs before stripping was 4.65 
pg/g, while after stripping, that sum was less than 4.65 pg/g, i.e., 0.46 pg/g. Similarly, 
claims 35, 38, 46, and 50 recite that "the sum of TE-PCB in the marine oil is less than 22.6 
pg/g " Figure 2 shows that the sum of TE-PCB before stripping was 22. 6 pg/g, while after 
stripping, that sum was less than 22.6 pg/g, i.e., 0.09 pg/g. 

Thus, the amount claimed is expressly recited in the specification, and the figures 
show that the inventor possessed amounts less than these disclosed amounts. 
Accordingly, one of ordinary skill in the art would have considered the cl sims to have been 
disclosed by the specification. See., e.g., M.P.E.P. § 2163.05 {citingin r^e Wertheim, 541 
F.2d 257, 191 USPQ 90 (CCPA 1976), wherein support for a range of 'between 35% and 
60%" was found based on the disclosure of a range of "25%-60%" in ths original 
specification in combination with a specific example of "36%."). 

Accordingly, there is sufficient written description support in the p> resent specification 
for the numerical ranges of the sum of PCDDs and PCDFs and the sum of TE-PCB. 
Therefore, Applicants respectfully request withdrawal of this rejection, 

Rejection of Claims 36, 40, 51, and 57 

Claims 36, 40, 51, and 57 have been rejected under 35 U.S.C. § 112, first 
paragraph, as failing to comply with the written description requirement. Office Action at 4. 
Without in any way conceding the propriety of the rejection, and solely ii — i an effort to 



7 



Applica lion No. 10/517,812 
Attorney Dot ket No, 10260.0006 

expedite prosecution, Applicants have canceled these claims herein. Tffcierefore, the 
rejection has been rendered moot. 

Rejection of Claims 37, 41, 52, and 58 

Claims 37, 41 , 52, and 58 have been rejected under 35 U.S.C. § 112, first 
paragraph, as falling to comply with the written description requirement. Office Action at 4. 
Without in any way conceding the propriety of the rejection, and solely ina an effort to 
expedite prosecution, Applicants have canceled these claims herein. Thaerefore, the 
rejection has been rendered nnoot. 

Rejection of Claim 58 

Claim 58 has been rejected under 35 U.S.C. § 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim thesubjecnt matter which 
Applicants regard as the invention. Office Action at 5. Without inanywsiy conceding the 
propriety of the rejection, and solely in an effort to expedite prosecution, Applicants have 
canceled claim 58 herein. Therefore, the rejection has been rendered rnnoot. 

iV. Rejections Under 35 U.S.C. § 102(b) 

Rejections Over EFAX Product Specifications 

Claims 32-35, 38, 39, and 4246 have been rejected under 35 U.SS.C. § 102(b) as 
being anticipated by the product specifications for EPAX 4020EE, 550O^E, 6000EE, or 
601 OEE. Office Action at 3. Applicants respectfully traverse this rejectlc=Dn. 

As an initial matter, not all of the cited EFAX product speclflcatioi — is were prior art to 
the present application. Under 35 U.S.C. § 1 02(b), prior art indudes patment or printed 
publications in this or a foreign country and things that were in public usoe or on sale in this 
country, more than one year prior to the U.S. filing date of the appllcallor*i. As noted in the 
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Supplemental Preliminary Amendment filed March 12, 2007, Applicants believe that the 
only EPAX products containing EPA ethyl ester and DHA ethyl estertha"^ were sold In the 
United States before the July 1 1, 2002, priority date of the present applicDation were EPAX 
5500EE and EPAX 6000EE. Accordingly, at least EPAX 4020EE and 601 OEE and their 
product specifications are not prior art to the present application. 

Second, to anticipate a claim, a single reference must teach eithsr explicitly or 
inherently each and every element of the claim. M.P.E.P. § 2131. Here , the Examiner has 
not shown that the product specification for either EPAX 5500EEorEP/^HX 6000EE teaches 
each and every element of the present claims. For example, the Examir— ler has not shown 
that either of those products comprises a marine oil which comprises eicsosapentaenoic acid 
ethyl ester and docosahexaenoic acid ethyl ester in a pharm a ceutically effective 
concentration to therapeutically treat hypertriglyceridaemia, as required Bby all of the pending 
claims. 

According to their product specifications, EPAX 5500 EE contains at least 55% EPA 
EE and DHA EE and EPAX 6O00 EE contains at least 60% EPA EE and DHA EE. Those 
concentrations are not pharmaceutically effective concentrations to therapeutically treat 
hypertriglyceridaemia, as required by each of the pending claims. That cconclusion was 
confirmed In a study already of record and discussed in the March 12, 2C307 Supplemental 
Preliminary Amendment at pages 11-13. 

As already discussed, that clinical study was performed tocompsre the uptake and 
effect of three compositions on subjects with relatively low triglyceride levels on their lipid 
profiles\ Each of the three compositions tested comprised EPA ethyl ester and DHA ethyl 



The effect parameters in this study were the blood lipid fractions forTGsai — id cholesterol. 
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ester in the same ratio (approximately 1 .0 : 0.8) but the concentration of those esters in the 
compositions differed, as shown below: 



EPAEE + DHAEE 


Total 




Omega-3 EE 


62.5% 


71% 


80% 


88.5% 


85% 


93.5% 



Despite the different concentrations of fatty acid esters, by administerinai different volumes 
of each of the three compositions, subjects received the same amount g) of EPA etiiyl 

ester and DHA ethyl ester per day. 

In the article, the authors state: 

Concentrated omega-3 fatty acid formulations are very effective in 
lowering TGs. Even in subjects with essentially normal triglyceri -de values 
at study entry (approximately 130 mg/dl), the 85% and the 80% EPA/DHA 
concentrations lowered TGs by about 1 5%. In contrast, the62_5% 
concentration had little effect on TGs. Even though the subjects in the 
62.5% treatment group had somewhat higher baseline triglyceride levels 
(approximately 150 mg/dl), this concentration, with the same omega-3 
fatty acid content as the 85% and 80% concentrations, did mot 
produce a meaningful impact on the triglyceride level. 

Bryhn article (already of record) at page 22 (emphasis added). 

Based on those results, it can be concluded that EFAX 5500 EE i=and 6000 EE do not 

comprise a marine oil which comprises EPA ethyl ester and DHA ethyl &=-ster in a 

concentration that is pharmaceutically effective to therapeutically treat 

hypertriglyceridaemia. The pharmaceutical effectiveness of those results are supported by 

the specification for Omacor^'^ in the European Pharmacopoeia 5.3, a cc=5py of which is 

submitted herewith for the Examiner's convenience. That reference indi -cates that EPA and 

DHA must be present in a minimum concentration of 80%. See European Pharmacopoeia 

at p. 2. That limit is well above those of the health supplements EPAK 5500 EE and 6000 

EE. For at least these reasons, neither the EPAX products nor their sp&=cifications 
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anticipate the present claims. Tiierefore, for at least these reasons, the ■'ejection should be 
withdrawn. 

Rejection Over Dam 

Claims 47-50 and 53-56 have been rejected under 35 U.S.C,§ 1€D2(b) as allegedly 
being anticipated by Dam et al., "Efficacy of Concentrated n-3 Fatty AcicBs in 
Hypertriglyceridaemia: A Comparison with Gemfibrozil" Clin. Drug Invest. (2001) 21 (3): 175- 
181 ("Dam"). Office Action at 3. Applicants respectfully traverse tiiis restriction. 

In support of this rejection, the Examiner states that Dam "teachers n-3 fatty acids 
namely eicosapentaenioc [sic] acid ethyl ester and docosahexaenoicaci d ethyl ester 
contained in Omacor™ ... in a phamiaceutically effective concentration Wlo therapeutically 
Qtreat hypertriglyceridaemia." Id. However, Dam fails to teach each anczd every claim 
limitation of the present claims. For example, Dam and the Omacor™ p«roduct specification, 
for that matter, are wholly silent with respect to the pollutant levels in th&= Omacor™ used in 
Dam. Moreover, Omacor™was not for sale in the U.S. prior to the instamt application filing 
date. Therefore, for at least that reason, Dann does not expressly anticifiDate the present 
claims. 

In addition, an anticipatory document must contain an enabling dBsclosure. Chester 
V. Miller, 906 F,2d at 1576 (Fed. Cir. 1990). A reference contains an ensbling disclosure 

when one of skill in the art would have been able to practice the claimecl i invention with 
nothing more than her own knowledge and the reference. Because, as •discussed above, 
the Dam reference, neither alone nor in conjunction with the Omacor™ pz)roduct 
specification, provides a teaching regarding pollutant levels or metliods -Mor lowering those 
pollutants, the Dam reference is not enabled. For at least the reasons [> - resented herein, the 
Dam reference does not anticipate the present claims. Accordingly, the rejection should be 
withdrawn. 
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V. Conclusion 

In view of the remarks above, Applicants respectfully request rec^onsideration of the 
present application and the timely allowance of the pending claims. 

Please grant any extension of time required to enter this respons and Infomiation 
Disclosure Statennent and charge any additional required fees toourDe i)osit Account No. 

06-916. 



Respectfully submitted, 



Dated: December 21, 2007 




>ftifibny Tridico 
Reg. Nor45,958 



Attachments: 



European Pharmacopoeia 5.3 (2 pages) 
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ieaojn and tridoc0sahexaenoin, 
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12. £St):4Tv<i 

13. EPA 

14: G22:l a-n 
C22.1I1.9 



18.DHA 



Caiciiiati- ihi' ptTceritage content: of oligomers plus partia] 
glycerides ii.smg the foiiowing expression: 



'mcaa-J-<i<. id i'lhyl esters in omega-SiKM ethi^i esters SO 
STOU.^GE 

Under an nsert. gas, in an airtight container, p- 3f»tect«d froin 

light. 

LABELLING 
Hie label jstetes: 

- th« content of total omega-S^cid etlgil este=rs, 

- the content of EPA ethyl ester and Mk AMxyl ester, 

- the concentration: of any added tocQpherol— 



A = sum of areas of all the peaks in the diromatograin 
= sum of the areas of the peaks with a retcnfion 
time smaller than those of the etliyl ester peaks. 
The ethyl ester peaks, which may be present in the fonn of 
m unresolved double peak, are identified as the major peaks, 
in the chroroatogram (Figure 2063.-1}. 

~ oligomers + partial glycerides: maximum 7.0 per cent 
ASSAY 

EPA and DHA ethyl eaters (2.4.29). See Figure 2063-2, 
Total omeg»-3-acid» ethyl esters {14.29). See 
Rgure 2063.-2, 
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OMEGA-3-ACID ETHYL ESTMEES 90 

Omega-3 acidorun-; ester; othw!ici 9f) 

DEFINITION 

'^^/Uli"* of alpha-linoienic add ;C18:3 n-3). _ maroctic 
acid (Clfe:4 n-3), eic()s{itetraenoicac:d(C20:4E^3>, 
timnodonic {eicosapentaenoii ) acid ;C20:5 rr3 m EPA) 
heneicosapentaenoic and (('2r5 n-3), dupano^iionic ' 
acid (C22:S n-3) and cervonic (docosahesaenoi«.1 acid 
fC22:6 n-3; DHA). Omega-3-acKi ethyl esters arfco obtained b- 
transestenfication of the body oil of fatfehspt^cies eomir-J 
from families such as Engraulidae, Camgidat^. 'cfupeidae 



General Notices (1) apply to aU monographs and other texts 
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Usmendae, Salmomdae and Scombndm bubsequent 

physiccxh ens jcal purification processes, including urea 
'> -r. jt>or fo ! ). ' i)w{ecUdrdisti'l?tior» 



Giicuiate the percentage conteii. i of oligomers using the 
foliowmjl expression: 



L >. tud minimum 
■n 90 per cent. 



CHARACTERS 

Appeaicince hghl>ellow liquid. 

Soluhtliti/ practitalb insoluble m water, very soluble in 
acetone in etlianol (96 per cent), in heptane and in methanol 

inEM'IFlCATION 

Examine the chromatograms obtained m the as->a) for i'PA 
and DHA ethyl esters. 

Haults the peaks due to eicosapentaenoic atid et'i>l ester 
anJ to docosahexdtnoit. acid ethyi estennthe chromatograin 
obtained with the test solution are sumlann retention time 
and sue to the correj,rondi!ig peaks in the chromatograin 
obtained with the reference solution 

TESTS 

Absorbance (2 2.25) maximum 0 55 at 233 nm 
Dilute 0 JOO fi to 50 0 ml with trimeihvlpmlane R Dilute 
2 C ml of this solution to 3it 0 ml vi 'h / me'biflpenlane R 
Acid valne (i2;5. J): maximum '2.0, determined on 10 ^ m 
50 nl of the prescribed mixture of soivents 
Anisidine valae (2536) maximum 200 
Peroxide value (2 55, Method A) maximum 10 0 
OUgomers, Size-exclusion chromatography 122.50). 



.4 - sum of areas of all the Fzjeaks m the chromatograin 
B = SI * ih" n s of the peaks vnth a retentjon 

t nil. I idl ' t ' c,n he t — etention time of the peaks 

due to ethvl esteri 

The ethvl ester ptal-s 0 in na^:?' he prtse H in the form of 

an unre<i<ilved double puk m . ct-at'icJ ai the mator peaks 
m the chromatograin ihgure 12 —50.-1). 



Testsc 



f the 



examin..-vi lo iu.O ml witn tetrahydrofwan R. 
Reference solution. In a lOO ml %*oiumetric flask, 
dissolve 50 mg of momdocosafrnxaenoiRR, 30 mg of 
didocosahexaenoin R and 20 mg of fMocosahexaenoin ft 
in tetrahydrofuran R and dilute to 100.0 ml with the same 
solvent. 
Column J : 

- size: / = 0.3 m, 0 = 7.8 mrn. 

- stationary phase: siyrene-divinylbnme copolymer R 
{7 pm) with a pore sij;e of lO um. 

Columns 2 and 3 placed closest to the injector: 

- size: I = 0.3 m, 0 - 7.8 mm, 

- stationary phasev stymne^ivinyibenzem copolymer R 
{7 with a pore size of SO nm. 

Mobile phase: tetrahydrofurart R. 

■•jt-'Ci'ttf,-.- Jiffereniid refractometer. 



he rcfcren 
..sahexacn 



the chroiiiatograni obtained 
;e .solution : tridocosahexaenoin, 
•in, monodf>cosahexaenoin. 



'/•'jon; mini.nuii 2.0 between the peaks due 
'••odocusahexitt-noin aod didocosahe,xaenoin 
i.niimuii: 1.0 b.'tween the peaks due to 
•osahe-xaenoia and tridoco.<ahexaenoin in the 
naiogram obtained with the reference solution. 




5. cili^omm 2. ethyl esters 

125f) 3 Ch" ■' ,i"-i(;nT m of the test for oligomers 
o".'t'.". .1.-1' . ^'-—rs 90: spiked sample 
Whe.i :hf tesrS! ■ nti-o evu^i the limit due to the 
p.a'.seiice ri5 . <n<iitiiijti tti' following procedure is 

/(. \ '''nigof the iabstancfc to be 

ex..: .m. a ..^ < . ^dt.'UAt \tL <!! .=S ml of -.in g 1 
solution of .■;(;c. . I •ihjibinA'R I'.i tnctham I H cciv>- w.^.i 
nitrogen K, Cdj- tij>btK v„l' a lyletja'lujnstt'u' ':iu J 
cap, mix and htal up j.wu'hat »i f"' 7 imp VL\ t(, c-.Oi 
Add 2 ml of boron truMmdc m&'-t/iarwl '■ohii-Kti R cove' 
mth niirogen R, captighay.mix _2»nd heatoaavater-batli tor 
30 min. Cool to 4(W0°(',add 1 lani ol trirmihylpmtane R. 
cap and shake vigorously far at I a*jast 30 s Immediately 
add 5 mi of a saturated sodium crrhioride solution R, cover 
with nitrogen R. cap and shake £- horoughly for at least 15 -s 
Transfer the upper layertoasep- -arate tube. Shake the 
methanol layer once more with 1- va. of trimethylpentan£ JR. 
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